(12)

United States Patent
Dugi et al.

US008673927B2

US 8,673,927 B2
*Mar. 18, 2014

(10) Patent No.:
(45) Date of Patent:

(54)

(735)

USES OF DPP-1V INHIBITORS

Inventors: Klaus Dugi, Dresden (DE); Frank
Himmelsbach, Mittelbiberach (DE);
Michael Mark, Biberach (DE)

(73) Assignee: Boehringer Ingelheim International
GmbH, Ingelheim am Rhein (DE)
(*) Notice: Subject to any disclaimer, the term of this
patent is extended or adjusted under 35
U.S.C. 154(b) by 111 days.
This patent is subject to a terminal dis-
claimer.
(21) Appl. No.: 12/946,193
(22) Filed: Now. 15, 2010
(65) Prior Publication Data
US 2011/0065731 Al Mar. 17, 2011
Related U.S. Application Data
(63) Continuation of application No. 11/744,703, filed on
May 4, 2007, now Pat. No. 8,232,281.
(30) Foreign Application Priority Data
May 4,2006  (EP) oo 06009203
(51) Imt.ClL
A6IK 31/52 (2006.01)
AG6IK 31/155 (2006.01)
(52) US.CL
USPC ..o 514/263.21; 514/635; 514/868
(58) Field of Classification Search
USPC it 514/263.21, 635, 866
See application file for complete search history.
(56) References Cited
U.S. PATENT DOCUMENTS
2,056,046 A 9/1936 Fourneau
2,375,138 A 5/1945 Victors
2,629,736 A 2/1953 Krimmel
2,730,544 A 1/1956 Sahyun
2,750,387 A 6/1956 Krimmel
2,928,833 A 3/1960 Leake et al.
3,174,901 A 3/1965 Sterne
3,236,891 A 2/1966 Seemuller
3,454,635 A 7/1969 Muth
3,673,241 A 6/1972 Marxer
3,925,357 A 12/1975 Okada et al.
4,005,208 A 1/1977 Bender et al.
4,061,753 A 12/1977 Bodor et al.
4,599,338 A 7/1986 Regnier et al.
4,639,436 A 1/1987 Junge et al.
4,687,777 A 8/1987 Meguro et al.
4,816,455 A 3/1989 Schickaneder et al.
4,873,330 A 10/1989 Lindholm
4,968,672 A 11/1990 Jacobson et al.
5,041,448 A 8/1991 Janssens et al.
5,051,517 A 9/1991 Findeisen et al.
5,084,460 A 1/1992 Munson, Jr. et al.
5,219,870 A 6/1993 Kim
5,223,499 A 6/1993 Greenlee et al.

5,234,897 A 8/1993 Findeisen et al.
5,258,380 A 11/1993 Janssens et al.
5,266,555 A 11/1993 Findeisen et al.
5,273,995 A 12/1993 Roth
5,284,967 A 2/1994 Macher
5,300,298 A 4/1994 LaNoue
5,329,025 A 7/1994 Wong et al.
5,332,744 A 7/1994 Chakravarty et al.
5,389,642 A 2/1995 Dorsch et al.
5,399,578 A 3/1995 Buhlmayer et al.
5,407,929 A 4/1995 Takahashi et al.
5,470,579 A 11/1995 Bonte et al.
5,591,762 A 1/1997 Hauel et al.
5,594,003 A 1/1997 Hauel et al.
5,602,127 A 2/1997 Hauel et al.
5,614,519 A 3/1997 Hauel et al.
5,719,279 A 2/1998 Kufner-Muhl et al.
5,728,849 A 3/1998 Bouchard et al.
5,753,635 A 5/1998 Buckman et al.
5,830,908 A 11/1998 Grunenberg et al.
5,958,951 A 9/1999 Ahrndt et al.
5,965,555 A 10/1999 Gebert et al.
5,965,592 A 10/1999 Buhlmayer et al.
6,011,049 A 1/2000 Whitcomb
6,107,302 A 8/2000 Carter et al.
6,166,063 A 12/2000 Villhauer
(Continued)

FOREIGN PATENT DOCUMENTS

AU 2003280680 Al 6/2004
AU 2009224546 Al 9/2009
(Continued)
OTHER PUBLICATIONS

Bastin, R.J. et al., “Salt Selection and Optimization Procedures for
Pharmaceutical New Chemical Entities”. Organic Process Research
and Development, 2000, vol. 4, p. 427-435.

Chemical Abstract: No. 211513-37-0—Dalcetrapib. “Propanethioic
acid, 2-methyl-,S-(2-[[[1-(2-ethylbutyl)cyclohexyl }carbonyl}
amino }pheyl}ester”. Formula: C23 H35 N O2 S. American Chemical
Society. Sep. 20, 1998.

Chemical Abstract: No. 875446-37-0—Anacetrapib.
“2-Oxazolidinone, 5-[3,5-bis(trifluoromethyl)pheny1]-3[[4'fluoro-
2'-methoxy-5'-(1-methylethyl)-4-(trifluoromethy1)[ 1,1'-biphenyl]-
2-ylmethyl]-4-methyl-,(4S,5R)-" Formula: C30 H25 F10 N O3.
American Chemical Society, Feb. 28, 2006.

(Continued)

Primary Examiner — Kevin E Weddington
(74) Attorney, Agent, or Firm — Michael P. Morris; David L.
Kershner

57 ABSTRACT

The specification describes the use of selected DPP IV inhibi-
tors for the treatment of physiological functional disorders
and for reducing the risk of the occurrence of such functional
disorders in at-risk patient groups. In addition, the use of the
above-mentioned DPP IV inhibitors in conjunction with
other active substances is described, by means of which
improved treatment outcomes can be achieved. These appli-
cations may be used to prepare corresponding medicaments.

26 Claims, No Drawings



